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CLAIMS 

1. A method for treating diseases caused by and/or associated with an altered protein 
kinase activity which comprises administering to a mammal in need thereof an effective 
amoxmt of a compound of formula (I) 

X- 

)1 

(I) 



wherein 

X, Y and Z, being part of an aromatic ring are selected, each independently, from the 
group consisting of N, NRi, S, O and CRi; 
10 Ri is selected froria the group consisting of hydrido, lower alkjd, perfluorinated lower 
alkyl, heterocyclyl, CN, COsR', COCF3, COR', CONR'R", NR'R", C(=NRONR'R", 
CONHNH2, CONHOR', NHCOR', CH2NH2, and CHiNHCOR*; or Ri may form, when 
part of Z or Y, a 5 to 7 membered ring together with the remaining of Y or Z, as per the 
formulae below 



15 




A o /^A 




.0 

•(CH2), 



R* and R" are selected, each independently, from the group consisting of hydrido, 
hydroxy, alkyl, hydroxyalkyl, allcenyl, alkynyl, aryl, arylalkyl, heterocyclyl or 
heterocyclyl-alkyl; 

B is an aromatic 5 or 6 membered ring having from 0 to 3 heteroatoms selected from S, O 
20 andN; 

A is selected from the group consisting of -(CH2)m-i 
-(CH2)n-CH=CH-(CH2)n- and -(CR2Ry)p-; . 
Rz and Ry are selected, each independently, from hydrido or lower alkyl; 
each of the X,Y,Z and B rings being optionally ftirther substituted by one or more -L-R2 
2 5 groups, wherein 

L represents, each independently, a single bond, an alkylidene group or a divalent group 
selected from NH, NHCO, CONH, NHCONH, SO2NH and NHSO2; 
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R2 is, each independently, hydrido, alkyl, 5 to 12 membered mono- or bi-cyclic ring 
having from 0 to 3 heterdatoms selected from S, O and N, optionally substituted with one 
or more -(CH2)q-R3 groups; or R2 is a group of formula 

(w^N-Q— 

5 W is a 3 to 7 membered ring having one N heteroatom dii*ectly hnked to Q and from 0 to 
2 additional heteroatoms selected from the group consisting of S, SO, SO2, O, N and 
NR', wherein R' is as above defined; 
Q is a divalent group selected from CO, SO2 and (CH2)n; 

R3 is selected, each independently, from the group consisting of alkyl, halogen, CF3, 
10 OCF3, NO2, CN, C(=NRONR'R", OR', SR', OCOR, OCONRR", COCF3, COR, CO2R, 
. CONR'R", SO2R, SO2NRR", NR'R", NR'COR, NR'COOR, NR'CONRR", NR'S02R, 

NR'S02NR'R", wherein R and R" are as above defined; 

m is an integer from 1 to 4; 

n is, each independently, 0, 1, or 2; 
15 p is 1 or 2; 

q is, each independently, 0 or an integer from 1 to 3; 

r is an integer from 1 to 3; 

or isomers, tautomers, carriers, prodmgs, and pharmaceuticfily acceptable salts thereof 



20 2. The method of claim 1 wherein the disease caused by and/or associated with an 
altered protein Icinase activity is a cell proliferative disorder selected from the group 
consisting of cancer, Alzheimer*s disease, viral infections, auto-immune diseases and 
neurodegenerative disorders. 

25 3. The method of claim 2 wherein the cancer is selected from carcinoma, squamous 
cell carcinoma, hematopoietic tumors of lymphoid or myeloid lineage, tumors of 
mesenchymal origin, tumors of the central and peripheral nervous system, melanoma, 
seminoma, teratocarcinoma, osteosarcoma, xeroderma pigmentosum, keratoxanthoma, 
thyroid follicular cancer and Kaposi's sarcoma. 

30 . 
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4. The method of claim 1 wherein the cell proliferative disorder is selected from 
benign prostate hyperplasia, familial adenomatosis, polyposis, neuro-fibromatosis, 
psoriasis, vascular smooth cell proliferation associated with atherosclerosis, pulmonary 
fibrosis, arthritis glomerulonephritis and post-surgical stenosis and restenosis. 

5 

5. The method of claim 1 which provides tumor angiogenesis and metastasis 
inliibition. 

6- The method of claun 1 further comprising subjecting the mammal in need thereof 
10 to a radiation therapy or chemotherapy regimen in combination with at least one 
c)^ostatic or cytotoxic agent. 

?• The method of claim 1 wherein tlie mammal in need thereof is a human. 

15 S. The method of claim 1 wliich comprises administering to a mammal in need 
thereof an effective amount of a compound of fomiula (Ic) 



20 




I 



V-^R^ (Ic) 



N' -A 
H 

wherein Ri, L and R2 are, each independently, as defined in claim 1, and A is selected, 
from the group consisting of -CH2-, -CH2-CH2-, -CH=CH- and -CH2-C(CH3)2-. 

9. The method of claim 1 which comprises administering to a mammal in need 
thereof an effective amount of a compound of formula (Id) 




(Id) 

'A b 

wherein r and B are as defined in claim 1, A is selected from the group consisting of 
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-CH2-, -CH2-CH2-, -CH=GH- arid -CH2-C(CH3)2-, aiid the B ring being optionally further 
substituted as defined in claim 1. 



10 



10. The method of claim 1 which comprises administering to a mammal in need 
thereof an effective amoxmt of a cornpound of formula (le) or (If ) 





wherein L and R2 are, each independently and the same or different in each occasion, as 
dejSned in claim 1; A is selected fi'om tlie group consisting of -CH2-CH2-, -CH=CH- and 
-CH2-C(CH3)2-; and Ri is a group selected firom NR'R", CN, CO2R', COR', CONR'R", 
CONHOR', CONHNH2 and C(=NOH)NR'R", wherein R and R" are, the same or 
different, hydrido or lower alkyl. 



11. . The method of claim 1 which comprises administering to a mammal in need 
thereof an effective amount of a compound of formula (Ig) 



.^2 



NH 




(Ig) 

15 

wherein L, R2 and r are as defined ui claim 1 and A is selected from tlie group consisting 
of -CH2-CH2-, -CH=CH. and -CH2-C(CH3)2-. 

12. A method for inhibiting protein kinase activity which comprises contacting the 
2 0 said kinase with an effective amount of a compound of formula (T) as defined in claim 1 . 



13. A compound represented by formula (J) 
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(I) 

A 

wherein 

X, Y and Z, being part of an aromatic ring are selected, each independently, from the 
group consisting of N, NRi, S, O and CRi; 

Ri is selected from the group consisting of hydrido, lower alkyl, perfluorinated lower 
alkyl, heterocyclyl, CN. CO2R', COCF3, COR', CONR'R", NR'R", C(=NR')m'R", 
CO>JHNH2, CONHOR', NHCOR', CH2NH2, and CHaNHCOR'; or Ri may form, when 
part of Z or Y, a 5 to 7 membered ring together with the remaining of Y or Z, as per the 
formulae below 

O 




. R' and R" are selected, each independently, jfrom the group consisting of hydrido, 
hydroxy, alkyl, hydroxyallcyl, allcenyl, alkynyl, aryl, arylalkyl, heterocyclyl or 
heterocyclyl-alkyl; 

B is an aromatic 5 or 6 membered ring having from 0 to 3 heteroatoms selected from S, O 
15 andN; 

A is selected from the group consisting of -(CH2)m-, 
-(CH2)n-CH=<:H-(CH2)n- and -(CRzRy)p-; 

Rz and Ry are selected, each independently, from hydiido or lower alkyl; 

each of the X,Y,Z and B rings being optionally fiirther substituted by one or more -L-R2 

2 0 groups, wherein 

L represents, each independently, a single bond, an alkylidene group or a divalent group 
selected fi'om NHL NHCO, CONH, NHCONH, SO2NH and NHSO2; 
R2 is, each independently, hydrido, alkyl, 5 to 12 membered mono- or bi-cyclic ring 
having from 0 to 3 heteroatoms selected from S, O and N, optionally substituted with one 

25 or more -(CH2)q-R3 groups; or R2 is a group of fomiula 

(^W^N-Q— 
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W is a 3 to 7 membered ring having one N heteroatom directly linked to Q and fi-om 0 to 

2 additional heteroatoriis selected from the group consisting of S, SO, SO2, O, N and 

NR*, wherein R' is as above defined; 

Q is a divalent group selected from CO, SO2 and (CH2)n; 
5 R3 is selected, each independently, from the group consisting of alkyl, halogen, CF3, 

OCF3, NO2, CN, G(=NR')NR'R", OR, SR', OCOR, OCONRR", COCF3, COR, CO2R, 

CONR'R", SO2R, SOjNR'R", NRR", NR'COR, NR'COOR, NR'CONRR", NR'SO.R, 

NR'S02NR'R", wherein R and R" are as above defined; 

m is an integer from 1 to 4; 
0 n is, each independently, 0, 1, or 2; 

p is 1 or 2; 

q is, each independently, 0 or an integer from 1 to 3; 
r is an integer from 1 to 3; 

or isomers, tautomers, carriers, prodrugs, and pharmaceutically acceptable salts thereof. 

5 ' 

14. A compound according to claim 13 of fonnula.(Ia) 



wherein B, Ri, L and Ri are as defined in claim 13 and A is selected from the group 
consisting of -CH2-, -CH2-CH2-, -CH=CH- and -CH2-C(CH3)2-, the B ring being 
0 optionally further substituted as defined in claim 13, 

15. A compound according to claim 13 of formula (lb) 



R2 



L 




\ 
N 



(la) 



R2 




H 



wherein X, Y, Z, L and R2 are as defined in claim 13 and A is selected from tlie group 
5 consisting of -CH2-, -CH2-CH2-, 
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-CH=CH- and -CH2-C(CH3)2-, the X, Y, Z ring being optionally fiirther substituted as 
dejSned in claim 13. 

16- A compound according to claim 1 3 of fomiula (Ic) 





<'■ 


H 







(Ic) 



wherein Ri, L and R2 are, each independently, as defined in claim 13, and A is selected 
firom the group consisting of -CH2-, -CH2-CH2-, -CH=CH- and -CH2-C(CH3)2-. 

17. A compound of formula (Ic) according to claim 16 wherein each L is 
10 independently selected from methylene or a single bond and each R2 is independently 

selected from hydrido, phenyl or a 5 or 6 membered aromatic heterocycle having 1 or 2 
heteroatoms selected among N, O and S. 

18. A compoimd of formula (Ic) according to claim 17 wherein R2, being optionally 
15 fiirther substituted as defined in claim 13, is selected from the group consisting of 

hydrido phenyl, pyridyl, pyridazinyl or pyrimidinyl. 

19. A compound of formula (Id) according to claim 13 

/ ' NH 

(Id) 

-A b 

20 wherein r and B are as defined in claim 13, A is selected firom the group consisting of 

-CH2-CH2-, -CH=CH- and -CH2-C(CH3)2-, and the B ring being optionally further 
substituted as defined in claim 13. 




20. A compoimd of formula (le) or (If ) according to claim 13 
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wherein L and R2 are, each independently and the same or different in each occasion, as 
defined in claim 13; A is selected from the group consisting of -CH2-CH2-, -CH=CH- and 
-CH2-C(CH3)2-; and Ri is a group selected from NR'R", CN, CO2R', COR', CONR'R", 
CONHOR', CONHNH2 and C(=NOH)NR'R", wherein R' and R" are, the same or 
different, hydrido or lower alkyl. 



10 



21. A compound of formula (Ig) according to claim 13 

NH 




(Ig) 



wherein L, R2 and r are as defined in claim 13 and A is selected from tlae group consisting 
of -CH2-CH2-, -CH=CH- and -CH2-C(CH3)2-. 



15 



20 



22. A compound of formula (I) as defined in claim 13, optionally in the form of a 
phamiaceutically acceptable salt, selected from the group consisting of: 

1. Ethyl l-(4-methoxyphenyl)-l,4,5,6-tetrahydrop3'razolo[3,4-e]indazole-3- 
carboxylate; 

2. Ethyl l-[4-(aminosulfonyl)phenyl]-l ,4,5,6-tetraliydrop}Tazolo[3,4-e]indazole-3- 
carboxylate; 

3. Ethyl 1- {4-[(metliylamino)sulfonyl]phenyl}-l,4,5,6-tetrahydropyrazolo[3,4- 
e]inda2ole-3-carboxylate; 

4. Ethyl l-{4-[(butylamino)sulfonyl]phenyl}-l,4,5,6-tetrahydropyrazolo[3,4- 
e]indazole-3-carboxylate; 

5. Ethyl l-{4-[(dimethylaniino)sulfonyl]phenyl}-l,4,5,6-tetrahydropyrazolo[3,4- 
e]indazole-3-carboxylate; 
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6. Ethyl l-{4-[(diprop-2-ynylainiiio)sulfonyl]phenyl}-l,4,5,6- 
tetrahydropyra2olo[3,4-e]indazole-3Tcarboxylate; 

7. Ethyl l-[4-(aiiilinosulfonyl)phenyl]-l,4,5,6-tetrahydropyrazolo[3,4-e]ind 
carboxylate; 

8. Ethyl l-[4-(methylsulfonyl)phenyl]-l,4,5,6-tetraliydropyrazolo[3,4-e]in^ 
carboxylate; 

9. Ethyl l-(4- {[(2-hydroxypropyl)amino]sulfonyl}phenyl)-l,4,5,6- 
tetraliydropyra2olo-[3,4-e]inda2ole-3-carboxylate; 

1 0. Ethyl 1 -[4-(aininocarbonyl)phenyl]- 1 ,4,5,6-tetraliydropyrazolo[3,4-e]indazole-3- 
carboxylate; 

1 1 . Ethyl 1 ,4,5,6-tetrahydropyrazolo[3,4-e]iiidazole-3-carboxylate; 

12. Ethyl l-phenyl-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxyIate; 

1 3 . Ethyl 1 -(4-fluorophenyl)-l ,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxylate; 

14. Ethyl 1 -(4-broinophenyl)- 1 ,4,5,6-tetrahydropyrazolo[3 ,4-e]indazole-3- 
carboxylate; 

15. Ethyl l-(4-methylphenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxylate; 

16. Ethyl l-(4-chlorophenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxylate; 

17. Ethyl l-(4-cyanophenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxylate; 

1 8 . Ethyl 1 -(4-nitrophenyl)- 1 ,4,5 ,6-tetrahydropyrazolo[3 ,4-e]mdazole-3-carboxylate; 

19. Etliyl l-[4-(trifluoromethyl)phenyl]-l,4,5,6-tetrahydropyrazolo[3,4-e]inda2ole-3- 
carboxylate; 

20. Ethyl l-benzyl-l,4,5,6-tetrahydropyrazolo[3,4-'e]indazole-3-cai-boxylate; 

21. Ethyl l.(3-hydroxybeiizyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]mdazole-3- 
, carboxylate; 

22. Ethyl l-pyridin-2-yH,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxylate; 

23. Ethyl l-(6-chloropyridazin-3-yl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxylate; 

24. Ethyl l-[4-(trifluoroinethyl)pyriiiiidin-2-yl]-l,4,5,6-tetrahydropyra2olo[3,4- 
e]indazole-3-carboxylate; 
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25. Ethyl l-(3-methylphenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]irida2ole-3- 
carboxylate; 

26. Ethyl l-(3-chlorophenyl)-l,4,5,6-tetrahydropyra2olo[3,4-e]inda2ole-3- 
carboxylate; 

27. Ethyl l-(3-fluorophenyl)-l,4,5,6-tetrahyciropyrazolo[3,4-e]inda2ole-3- 
carboxylate; 

2 S . Ethyl 4,4-dimethyl- 1 -(4-methylphenyl)- 1 ,4,5 ,6-tetrahydropyra2olo [3 ,4- 
e]indazole-3-carboxylate; 

29. Ethyl 1 -pyridin-3-yl- 1 ,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxylate; 

30. Ethyl 1 -[4-(acetylaniino)phenyl]-l ,4,5,6-tetrahydropyra2olo[3,4-e]inda2ole-3- 
carboxylate; * 

31. Ethyl l-{4-[(4.methylpipera2in-l-yl)sulfonyl]phenyl}-l,4,5,6 
tetrahydropyrazolo[3,4-e]inda2ole-3-carboxylate; 

32. 4-[3-(ethoxycarbonyl)-5,6-dihydropyrazolo[3,4-e]indazoM (4H)-yl]benzoic acid; 

33. Ethyl l-[4-(trifluoromethoxy)phenyl]-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole- 
3-carboxylate; 

34. Ethyl l-butyl-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxylate; 

35. Ethyl l-(2,5-dimethylphenyl)-l ,4,5,6-tet^ahydropyrazolo[3,4-e]inda2ole-3- 
ca^boxylate; 

36. Etliyl 1 - {4-[aniino(iinino)methyI]phenyl} - 1 ,4,5,6-tetrahydropyrazolo[3 ,4- 
e]indazole-3-carboxylate hydrochloride; 

37. Ethyl l-[4-(lH-iraidazol-2-yl)phenyl]-l,4,5,6-tetrahydropyrazolo[3,4-e]inda2ole- 
3-carboxylate hydrocliloride; 

38. Ethyl l-methyl-l,4,5,6-tetrahydropyrazolo[3,4~e]indazole-3-carboxylate; 

39. Ethyl 8-amlino-l-methyl-l,4,5,6-tetraliydropyrazolo[3,4-e]indazole-3- 
carboxylate; 

40. Ethyl 8-animio-l-(2,2,2-trifluoroetliyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazo^ 
3 -carboxylate; 

41. Ethyl 8-anilino-2-{2-[(tert-butoxycarbonyl)ainino]ethyl}-2,4,5,6- 
tetrahydropyrazolo[3,4-e]inda2ole-3-carboxylate; 

42. Ethyl 8-amino-l,4,5,6-tetrahydropyrazoIo[3,4-e]inda2ole-3-carboxylate; 

43. l-(4-niethoxyphenyl)-l,4,5,6-tetrahydro-pyra2olo[3,4-e]inda2ole-3-carboxainide; 
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44. 1 -[47(aminosulfonyl)phenyl]- 1 ,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

45. l-{4-[(methylamino)sulfonyl]phenyl}-l,4,5,6-tetrahydropyra2olo[3,^ 
S-carboxamide; . 

46. 1 - {4-[(butylammo)sulfonyl]phenyl} -1 ,4,5,6-tetrahydtopyrazolo[3 
carboxamide; 

4.7. l-{4-[(dimethylaimno)sulfonyl]phenyl}-l,4,5,6-tetraliydropyrazolo[3,4- 
e]indazole-3-carboxamide; 

48. l-{4-[(diprop-2-ynylammo)sulfonyl]phenyi}-l,4,5,6-tetrahydropyrazolo[3 
e]indazole-3-carboxamide; 

49. l-[4-(ardlinosulfonyl)phenyl]-l ,4,5,6-tetrahydropyrazolo[3,4-e]indaz^ 
carboxamide; 

50. l-[4-(methylsulfonyl)phenyl]-l,4,5,6-tetrahydropyrazolo[3,4-e]ind 
carboxamide; 

5 1 . l-[4-(aniinocarbonyl)phenyl]-l ,4,5,6-tetrahydropyrazolo[3,4-e]in^ 
carboxamide; 

52. 1 -(4- {[(2-hydroxypropyl)amino]sulfonyl}pheiiyl)- 1 ,4,5,6-tetrahydropyrazolo[3,4- 
e]indazole-3-carboxaimde; 

53. l,4,5,6-tetrahydropyrazolo[3,4-e]inda2ole-3-carboxamide; 

54. l-phenyH,4,5,6-tetrahydropyrazolo[3,4-e]iiidazole-3-carboxamide; 

55. l-(4-fluorophenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxamide; 

56. l-(4-bromophenyl)-l,4,5,6-teti-ahydropyrazolo[3,4-e]indazole-3-carboxamide; 

57. l-(4-riitrophenyl)-i,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxamide; 

58. l-(4-methylphenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]inda2ole-3-carboxamide; 

59. l-(4-chlorophenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxamide; 

60. 1 -(4-cyanophenyl)-l ,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxaimde; 
61.1 -[4-(tiifluoromethyl)phenyl] - 1 ,4,5 ,6-tetrahydropyrazolo [3 ,4-e]indazole-3 - 

carboxamide; 

62. l-ben2yl-l,4,5,6-tetialiydropyrazolo[3,4-e]indazole-3-caiboxamide; 
. 63. 1 -(3-hydroxybenzyl)- 1 ,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxamide; 

64. l-pyridin-2ryl-l,4,5,6-tetrahydrpp)^a2olo[3,4-e]indazole-3-carboxamide; 

65. l-(3-methylphenyl)-l,4,5,6-te1xahydropyrazolo[3,4-e]indazole-3-carboxamide; 
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66. l-(3-chlorophenyl)-l,4.5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxamide; 

67. 1 -(3-fluorophenyl)- 1 ,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxaimde; 

68. l-(6-chloropyridazin-3-^l)-l,4.5,6-tetrahydropyrazolo[3,4-e]mda2ole-3- 
carboxamide; 

69.4,4-dimethyl-l-(4-methylphenyl)-l,4,5.6-tetrahydropyrazolo[3,4-e]mdazole-3- 
carboxamide; 

70. l-pyridin-3-yI-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxamide; 

71. l-[4-(acetylaniino)phenyl]-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

72. l-(4-amiiiophenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxaniide; 

73. l-{4-[(4-methylpiperazin-l-yl)sulfonyl]phenyl}-1.4,5,6-tetrahydi-opyrazolo[3,4- 
e]indazole-3-carboxamide; 

74. 4-[3<aniinocarbonyl)-5,6-dihydropyrazolo[3,4-e]mdazol-l (4H)-yl]benzoic acid; 

75. l-(4-morpholin-4-ylphenyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

76. l-[4-(trifluoromethoxy)phenyl]- 1 ,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

77. l-butyl-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxamide; 

78. l-(2-hydroxyethyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3-carboxamide; 

79. 1 -(2,5-dimethylphenyl)-l ,4,5,6-tetrahydropyrazolo[3.4-e]inda2ole-3-carboxamide; 

80. l-(2,2.2-trifluoroethyl)-l,4,5.6-tetrahydropyrazolo[3.4-e]indazole-3-carboxainide; 

81..1-(2-ammo-2-oxoethyl)-l,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

82. l-[4-(lH-imidazol-2-yl)phenyl]-l,4,5,6-tetrahydropyra2olo[3.4-e]mdazole-3- 
carboxamide; 

S3.4,4-dimethyl-l-(2,2,2-trifluoroethyl)-l,4,5,6-tetraliydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

84. 1 -methyl-1 ,4,5,6-tetrahydropyrazolo[3.4-e]indazole-3-carboxamide; 
85.2-(2-hydroxyethyl)-2,4,5.6-tetrahydropyra2olo[3,4-e]indazole-3-caiboxainide; 

86. S-Aiulino-l-methyl-1.4,5,6-tetrahydropyra2olo[3,4-e]mdazole-3-carboxamide; 

87. 8-Anilino-l-(2,2,2-trifluoroethyl)-1.4.5.6-tetrahydropyrazolo[3.4-e]indazole-3- 
carboxamide; 



wo 03/070236 



PCT/EP03/01594 



-66- 



88. S-araino-l,4,5j6-tetrahydropyrazolo[3,4-e]mdazole-3-carboxaini^^ 

89. 1 -[4-methoxyphenyl]-l ,6-dihydropyrazolo[3,4-e]indazole-3-carboxamide; 

90. l-[4-(aiiiinosulfonyl)phenyl]-l,6-dihydropyrazolo[3,4-e]inda2ole-3-c^ 



carbox amide; 

93. l-{4-[(dimethylarnino)sulfonyl]phenyl}-l,6-dihydropyrazolo[3,4-e]in^ 
carboxamide; 

94. l-{4-[(diprop-2-ynylamino)sulfonyl]phenyl}-l,6-dihydrop 
3-carboxainide; 

95. l-[4-(amlinosulfonyl)phenyl]-l,6-dihydropyrazolo[3,4-e]indazole-3-carboxam 

96. l-(4- {[(2"hydroxypropyl)amino]sulfonyl}phenyl)-l ,6-dihydropyrazolo[3,4- 
e]indazole-3-carboxaimde; 

97. 1 -[4-(iiletliylsulfdnyl)phenyl]- 1 ,6-dihydiopyrazolo[3,4-e]indazole-3-carboxainide; 

98. 1 ,6-dihydropyrazolo[3,4-e]indazole-3-carboxaTnide; 

99. 1 -phenyl- 1 ,6-dihydropyrazolo[3,4-e]inda2ole-3-carbox2imide; 

100. l-(4-fluorophenyl)- 
1 ,6-dihydropyrazolo[3,4-e]inda2ole-3-carboxainide; 

101. l-(4-methylphenyl)- 
l,6-dihydropyrazolo[3,4-e]inda2ole-3-carboxainide; 

102. • l-(4-cyaiiophenyl)- 
1 ,6-dihydropyrazolo[3,4-e]indazole-3-carboxamide; 

103. l-[4. 
(tTifluoroinethyl)phenyl]-l,6-dihydropyrazolo[3,4-e]mdazole-3-carboxamide; 

104. lT(4-chlorophenyl)- 
1 ,6-dihydropyrazolo[3 ,4-e]indazole-3-carboxaniide; 

105. l-(4-bromophenyl)- 
1 ,6-dihydropyrazolo[3 ,4-e]indazole-3-carboxainide; 

.106. . l-(4-iiitrophenyl)- 

1 ,6-dihydropyrazolo[3,4-e]iiidazole-3-carboxamide; 



91. 



92. 



1 - {4-[(methylamino)sulfonyl]phenyl} - 1 ,6-dihydropyra2olo[3 ,4-e]indazole-3 - 
carboxamide; 

1 - {4-[(butylmnino)sulfonyl]phenyl} -1 ,6-dihydropyrazolo[3,4-e]indazole-3- 
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1 -benzyl- 1,6- 



dihydropyrazoIo[3,4-e]indazole-3-carboxainide; 

. l-(3- 

hydroxyben2yI)-l,6-diliydropyrazolo[3,4-e]inda2ole-3-carboxamide; 



109. 1 J- , , , 

l-pyndm-2-yl-l,6- 

dihydropyrazolo[3,4-e]mdazole-3-carboxamide; 

1 10. l-(3-chlorophenyl)-l,6-dihydropyrazoIo[3,4-e]inda2ole-3-carboxamide; 

111. l-(3-methylphenyl)-l,6-dihydropyrazolo[3,4-e]indazole-3-carboxainide; 

112. l-(3-fluorophenyl)-l,6-dihydropyrazolo[3,4-e]indazole-3-carboxainide; 

113. l-(6-chloropyridazin-3-yl)-l,6-dihydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

114. l-(4-methoxyphenyl)-l,6-dihydropyrazolo[3.4,e]mda2ole-3-carboxyIic 
acid; 

115. Ethyl l-phenyl-l,6-dihydropyrazolo[3,4-e]indazole-3-carboxylate; 

116. Ethyl 1 -(4-methoxyphenyl)- 1 ,6-dihydropyra2.olo[3,4-e]indazoIe-3- 
carboxylate; 

N-methyl-l-[4- 

(aminosulfonyI)phenyl]-l,6-dihydropyrazolo[3,4-e]inda2oIe-3-carboxamide; 

N-methyI-l-{4- 

[(butylammo)sulfonyl]phenyl}-l,6-dihydropyraz6lo[3,4-e]indazole-3- 
carboxamide; 

N-methyl-l-{4- 

[(dimethylaniino)sulfonyl]phenyI}-l,6-dihydropyrazolo[3,4-e]mdazole-3- 
carboxamide; 

1'70 

N-methyl-l-[4- 

(methylsulfonyI)phenyl]-l,6-dihydropyra2olo[3.4-e]inda2ole-3-carboxainide; 

N-(allyloxy)-l-{4- 

[(butylamino)sulfonylJphenyl}-.1.6-dihydropyra2olo[3,4-e]mdazole-3- 
carboxamide; 

122 

7,8,9.10- 

tetrahydro[ 1 ,4]diazepino[l ,2-b]pyra2oIo[3,4-gimda2ol-6(3H)-one; 
123. l-Pyridin-3-yI-l,6-dihydropyra2olo[3,4-e]indazole-3-carboxamide; 
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124. 1 -[4-(acetylaiiiino)phenyl]-l ,6-dihydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

125. 4-[3-(aminocarbonyI)pyra2olo[3,4-e]indazol-l(6H)-yl]benzoic acid; 

1 26. 1 - {4-[(4-methylpiperazin- 1 -yl)sulfoiiyl]phenyI} -1 ,6-dihydropyrazolo[3 ,4- 
e] inda2ole-3 -carboxamide; 

127. l-[4-(trifluoromethoxy)phenyl]-l,6-^dihydropyrazolo[3,4-e]indazole-3- 

carboxaniide; 

• 128, 4-[3-(ethoxycarbonyl)pyrazolo[3,4-e]indazol-l(6H)-yl]ben2oic acid; 

129. l-(4-inorpholin-4-ylphenyl)-l,6-dihydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

130. l-(2-hydroxyetliyl)-l,6-dihydropyrazolo[3,4-e]inda2ole-3-carboxaimde; 

131. l-(2,5-dimethylphenyl)-l,6-dihydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

132. 1 -(2-aTninoethyl)- 1 ,6-dihydropyrazolo[3,4-e]indazole-3-carboxamide 
hydrochloride; " 

133. 1 -(2,2,2-trifluoroethyl)- 1 ,6-dihydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

. 134: l-[4-(lH-iinidazoI-2-yl)phenyl]-l,6-dihydropyrazolo[3,4-e]indazole-3- 
carboxamide; 

135. 1-methyH ,6-dihydropyrazolo[3,4-e]indazole-3-carboxamide; 

. 136. S,9-dihydro-3H-pyrazino[l,2-b]pyrazolo[3,4-g]indazol-6(7H)-one; 

137. 2-(2-aTninoethyl)-2,6-dihydropyrazolo[3 ,4-e]indazole-3 -carboxamide 
hydrochloride; 

138. 2-(2-hydroxyethyl)-2,6-dihydropyrazolo[3,4-e]indazole-3-carboxainide; 

139. 2-methyl-2,6-dihydropyrazolo[3,4-e]indazole-3-carboxamide; 

140. l-anilino-8,9-dihydro-3H-pyrazmo[l,2-b]pyrazolo[3,4-g]indazol-6(7H)- 
. one; 

141. l-(4-methoxy-phenyl)-l,6-dihydropyrazolo[3,4-e]indazol-3-amine; 

1 42 . 1 - [ 1 -(4-methylphenyl)- 1 ,6-dihydropyrazolo[3 ,4-e]indazol-3-yl] ethanone; 

1 43 . 1 -(4-inethoxyphenyl)- 1 ,6-dihydropyrazolo[3,4-e]indazole-3-carbonitrile; 

1 44. 1 -(4-inethoxyphenyl)-l ,6-dihydropyrazolo[3 ,4-e] indazole-3- 
carbohydrazide; 
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1 45 . 1 -(4-methoxyphenyl)- 1 ,4,5 ,6-tetrahydropyrazolo[3 ,4-e]indazole-3- 
carbohydrazide; 

146. N'-hydroxy-l-(4-methoxyphenyl)-l,6-dihydropyrazolo[3,4-e]indazole-3- 
carboximidamide; 

5 147. l-(4-meflioxyphenyl)-l,6-dihydropyrazolo[3,4-e]indazole-3-carboxyl^^ 

acid; 

148. 1 -(4-bromophenyl)-l ,4,5,6-tetrahydropyrazolo[3,4-e]indazole-3- 
carboxylic acid; 

149. 1- {4-[(butylamino)suIfonyl]phenyl}-l,4,5,6-tetrahydropyrazo 
10 e]indazole-3-carboxylic acid; 

150. 4,4-dimethyl-l-(4-inethylphenyl)-l,4,5,6-tetrahydropyrazolo[3,4- 
e]indazole-3-carboxylic acid; 

151. N-hydroxy-l-(4-methoxyphenyl)-l ,6-diliydropyrazolo[3,4-e]iridazole-3- 
carboxamide; 

15 152. N-(allyloxy).l- {4-[(butylamino)sulfonyl]phenyl}-l,4,5,6- 

tetraliydi-opyrazolo[3,4-e]indazole-3-carboxainide; 

153. N-(allyloxy)- 1 -(4-methoxyphenyl) - 1 ,4,5 ,6-tetrahydropyrazolo [3 ,4- 
e]indazole-3-carboxamide; 

154. N-methyl-l-{4-(methylsulfonyl)phenyl]-l,4,5,6-tetraliydropy^ 

2 0 e]iiidazole-3-carboxamide; 

155. 1 -[4-(aminosulfonyl)phenyl]-N-methyI- 1 ,4,5 ,6-tetrahydropyrazolo [3 ,4- 
e]indazole-3-carboxainide; 

156. l-{4-[(butylaniino)sulfonyl]phenyl}-N-inethyl-l,4,5,6- 
tetrahydrop3Tazolo[3,4-e]indazole-3-carboxamide; 

25 157. l-{4-[(dimetliylamino)sulfonyl]phenyI}-N-inethyl-l,4,5,6- 

tetrahydrop3Tazolo[3,4-e]indazole-3-carboxamide; 

158. Ethyl 2 -(3 -aiTiinopropyl)-2,4,5 ,6-tetrahydropyrazolo [3 ,4-e]indazole-3 
carboxylate hydrochloride; 

159. 4,5,7,8,9,10-hexahydro[l,4]diazepinp[l,2-b]pyrazolo[3,4-g]indazol- 

3 0 6(3H)-one; 

160. 5,5-dimethyl-4,5,7,8,9,10-hexahydro[l,4]diazepiiio[l,2-b]pyrazolo[3,4- 
g]indazol-6(3H)-one; 
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161. 5,5-diinethyl-4,5,8,9-tetraliydro-3H-pyrazino[l,2-b]pyra2olo[3,4^ 
g]indazol-6(7H)-one; 

1 62. 4,5,S,9-tetrahydro-3H-p>Tazino[ 1 ,2-b]p>Tazolo[3,4-g]indazol-6(7H)-one; 

1 63 . 1 -anilino-4,5,8,9-tetrahydro-3H-pyrazino[ 1 ,2-b]pyra2olo[3,4-g]indazol- 
5 6(7H)-one. 

23. A process for preparing a compound of formula (Ic) as defined in claim 16 




NfXV-R, 
H 

wherein L and R2 are as defined in claim 16, Ri is a group -COOEt or -CONH2, and A is 
10 selected fi-om the group consisting of -CH2-, -CH2-CH2-, .-CH=CH- and -CH2-C(CH3)2-, 
which process comprises: 

a) reacting the compound (10) with hydrazine dihydrochloride, so as to obtain 
the compound (11) 

O P 





(10) (11) 
15 wherein A is as above defined, other than -CH=CH-; 

b) reacting the compound (11) with trityl chloride, so as to obtain the compound 
(12) 

.0 




20 



(12) 

wherein Tr stands for trityl, and condensing it with oxalyl chloride so as to 
obtain the compoimd (13) 
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c) reacting the compound (13) with a substituted hydrazine (8) 



i 2 



N ^ 
H 

wherein L and R2 are as defined in claim 16; so as to obtain a compound of 
formula (Ic) wherein R, is a group -COOEt and A is as above defined except 
-CH=CHs and, optionally 

d) reacting this latter with ammonium hydroxide so as to obtain the 
corresponding derivative of formula (Ic) wherein R, is -CONH2; and, 
optionally ■ 

e) reacting the compound of formula (Ic) wherein A is -CH2-CH2-, as obtained 
in steps c) or d), with a suitable oxidizing agent so as to obtain the 
corresponding derivative of formula (Ic) wherein A is -CH=<:H-. 

24. The process of claim 23 wherein, in step e), the oxidizing agent is 2,3-dichloro- 
15 5,6-dicyano-l,4-benzoquinone. 

25. The compound of formula (11) 



20 




(11) 

wherein A is selected from -GH2- or -GH2-CH2-. 
26. The compounds of formula (12) and (13) 
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N A N-^ X — oEt 

O' 

(12) (13) 
wherein Tr is trityl and A is selected from -CH2-, -CH2-CH2- and -CH2-C(CH3)2-. 

27. A pharmaceutical composition comprising an effective amount of a compound of 
5 fonriula (T) as defined in claim 13 and, at least, one pharmaceutically acceptable 

excipient, carrier or diluent. 

28. A phamiaceutical composition according to claim 27 further comprising one or 
more chemotherapeutic agents, as a combined preparation for simultaneous, separate or 

1 0 sequential use in anticancer therapy. 

29. A product or kit comprising a compoxmd of claim 13 or a phamiaceutical 
composition thereof as defmed in claim 27, and one or more chemotherapeutic agents, as 
a combined preparation for simultaneous, separate or sequential use. in anticancer therapy. 

15 

30. A compound of formula (I) or a pharjnaceutically acceptable salt thereof, as 
defined in claim 1 3, for use as a medicament. 

31. Use of a compound of formula (I) or a pharmaceutically acceptable salt thereof, as 
20 defined in claim 13, in the manufacture of a medicament for treating diseases caused by 

and/or associated with an altered protein kinase activity. 

32. Use according to claim 31 for treating tumors. 



\ 



